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3. REPORTING FACILITY (List all locations where animals were housed or used in actual research, testing, teaching, or experimentation, or held for these purposes. Attach additional 
sheets if necessary.) 


See Attached Listing 
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REPORT OF ANIMALS USED BY OR UNDER CONTROL OF RESEARCH FACILITY (Attach additional sheets if necessary or use APHIS FORM 7023A ) 

A. 

Animals Covered 

By The Animal 

Welfare Regulations 

B. Number of 
animals being 
bred, 

conditioned, or 
held for use in 
teaching, testing, 
experiments, 
research, or 
surgery but not 
yet used for such 
purposes. 

C. Number of 
animals upon 
which teaching, 
research, 
experiments, or 
tests were 
conducted 
involving no 
pain, distress, or 
use of pain- 
relieving drugs. 

D. Number of animals upon 
which experiments, 
teaching, research, 
surgery, or tests were 
conducted involving 
accompanying pain or 
distress to the animals 
and for which appropriate 
anesthetic, analgesic, or 
tranquilizing drugs were 
used. 

E. Number of animals upon which teaching, 
experiments, research, surgery or tests were 
conducted involving accompanying pain or distress 
to the animals and for which the use of appropriate 
anesthetic, analgesic, or tranquilizing drugs would 
have adversely affected the procedures, results, or 
interpretation of the teaching, research, 
experiments, surgery, or tests. (An explanation of 
the procedures producing pain or distress in these 
animals and the reasons such drugs were not used 
must be attached to this report) 

F. 

TOTAL NO. 

OF ANIMALS 

(Cols. C + 

D + E) 
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8. Rabbits 
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9. Non-Human Primates 
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10. Sheep 
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11. Pigs 
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12. Other Farm Animals 
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I ASSURANCE STATEMENTS 


1) Professionally acceptable standards governing the care, treatment, and use of animals, including appropriate use of anesthetic, analgesic, and tranquilizing drugs, prior to, during, 
and following actual research, teaching, testing, surgery, or experimentation were followed by this research facility. 

2) Each principal investigator has considered alternatives to painful procedures. 


3) This facility is adhering to the standards and regulations under the Act, and it has required that exceptions to the standards and regulations be specified and explained by the 
principal investigator and approved by the Institutional Animal Care and Use Committee (lACUC). A summary of all the exceptions is attached to this annual report. In 
addition to identifying the lACUC-approved exceptions, this summary includes a brief explanation of the exceptions, as well as the species and number of animals affected. 

4) The attending veterinarian for this research facility has appropriate authority to ensure the provision of adequate veterinary care and to oversee the adequacy of other 
aspects of animal care and use. 

ce^Tfication by headquarters research facility official 

(Chief Executive Officer or Legally Responsible Institutional official) 

I certify that the above is true, correct, and complete (7 U.S.C. Section 2143) 

DATE SIGNED 


ADQUARTERS 



(AUG 91) 




Column E Explanations 




Ferrets: 


1. Registration number: 93-R-0391 

2. Number of animals used in studies: 244 

3. Species (common name) of animal used in the study: Ferrets 

4. Explain the procedure producing pain and/or distress. 

ferrets assigned to Bloc^^we^used in two different study types: (a) 
I research studies and^^^^^^HFDA mandated I 



■research studies involve understanding the 

I when used in 

Susceptible individu^||^^j^erret is the only laboratory 
animal model that e xhibits clinical signs of|^^^^|similar to people and 
transmits^^^^Bnaturally to other susceptible ferrets. Therefore, ferrets are the 
most relevant animal model to use for these studies. In order to mimic the 
[state that is relevant in the human population (people 



undergoin; 

example), th e ferrets nee 

T he seriouslvl 
susceptibility t^ 


having 
ed to b( 





I patients for 

I by use of drugs such as 

state may lead to increased 


.nd to a general feeling 


Therefore, these studies have been classified as E. Although there is no pain 


involved, there is a degree of untreatabl| 


I that is being induced by the 


study. Animals are observed, given supportive care such as food treateamHlnids 


(b) 


such as^ 


B4 


wim mej 



are treated with 


are mandatea py me ruA 


roductsi 


en neat. 

‘(see 6. b elow). Ferrets are 
or the 



Some of th 
of| 
significam 


l^bu^ot all) will develop clinical signs 
Only the animals which exhibit a 


are classified as ill and therefore are assigned USDA 


category E. The test runs for 3 days 
animals and tissue collection for analysis. 



to euthanasia of all 


5. Provide scientific justification why pain and/or distress could not be relieved. 
State methods of means used to determine that pain and/or distress relief would 
interfere with test results. (For Federally mandated testing, see Item 6 below.) 


(a) Ingj^^l^^researchst^iUj^^llgggics cannot be used for two reasons: ma ny 
analgesicsal^Jiave^^^^^^Pl^l^l effects which include 

responses which would effect the very 

■ responses of the normal and 

Secondly, 


[ 


ano 


physiological functions that are under study ■ 

animal 


















the| 

other organs such as the 


inHiir.e tin 
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^^Istate is quite toxic to 
Using analgesics and 


literature search conducted last spring. 

(b) The S 

whir.1i are, mea^nrpd 



used in the 

34 

|b‘4 



is a positive co ntrol agains t 
and performance of the| 


The use of analgesics in these animals would invalidate this 


assessment. 


6. What, if any, federal regulations require this procedure? Cite the agency, the 
Code of Federal Regulations (CFR) title number and the specific section number 
(e.g., APHIS, 9 CFR 113.102): 

For (b) above: 

Agency: Food and Drug Administration (FDA) 21 CFR 610.1 

“No lot of any licensed product shall be released by the manufacturer prior to the 
completion of tests for conformity with the standards applicable to such product. Each 
applicable test shall be made on each lot after completion of all processes of manufacture 
which may affect compliance with the standard to which the test applies.” 


Guinea Pigs: 

1. Registration number: 93-R-0391 

2. Number of animals used in studies: 2 

3. Species (common name) of animal used in the study: Guinea pigs 

4. Explain the procedure producing pain and/or distress: 


Guinea pigs are used to determine whethe; 
tissue culture medium used to grow^^B lots for 


witl^^^^Bif the medium 
signs of ill hea* 
tissues taken to determine if there is ai 




are present in the 
use. The animals are injected 
|and observed for up to 42 days for signs of 
anima l is immediately euthanatized and 

present. This protocol is classified as 


E since there is a chance of pain and distress but retrospective classification indicated that 
of the animals tested, only two exhibited signs They were 

euthanatized immediately. 


5. Provide scientific justification why pain and/or distress could not be 
relieved. State methods of means used to determine that pain and/or 
distress relief would interfere with test results. (For Federally mandated 
testing, see Item 6 below.) 


Justificationforconducting this test is that guinea pigs are very susceptible 
by manyS^^^^^^^^Khat might contaminate the tissue culture medium. They are 
also large enough to enable an enhanced chance of detection since greater quantities! 









lused in mice for a similar 


The medium must pass other in vitro 


testing successfully prior to this final in vivo test for purity. Minimum numbers are used 
per test and since ^^^H^^Hare not expected, only a very few animals experience any 
pain or distress at all in this test. Those that do exhibit signs of ill ness, are not treated 
with analgesics but are euthanatized right away as soon as signs oJ 


lare noted. 


6. What, if any, federal regulations require this procedure? Cite the agency, 
the Code of Federal Regulations (CFR) title number and the specific 
section number (e.g., APHIS, 9 CFR 1 13.102): None 


This study was performed to examine researc 
mandated test for product bu 



and so was not an FDA 
for research testing purposes. 


Hamsters 


1 . Registration number: 93-R-0391 

2. Number of animals used in studies: 16 

3. Species (common name) of animal used in the study: Hamsters 

4. Explain the procedure producing pain and/or distress. 



5. Provide scientific justification why pain and/or distress could not be 
relieved. State methods of means used to determine that pain and/or 
distress relief would interfere with test results. (For Federally mandated 
testing, see Item 6 below.) 


Hamsters arej 
host. Hamste rs are the i 
permissive foi 


to study! 
hvlogeneticall^ 


lini 



via drugs to produce the 
whid^^relevanth^h^mmar^onulation (people undergoing 


{for example^These^usly 


est laboroatory animal species that is 
They are not a vailable as genetically 

and ther efore must be made 
state to mimic that 


state may lead to increased susceptibility tJ 



jand to a general feeling of 


Therefore, these studies^ave^ee^^lassified as E. Although 

is being 


there is no pain involved, there is a degree otj 

induced by the study. Animals are observed, given supportive care such as food treats 
and fluids as needed. Hamsters typically do not exhibit many signs of illness when 
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chemically 
products topically such as 



. Any 
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are treated with 

then heal 



6. What, if any, federal regulations require this procedure? Cite the agency, 
the Code of Federal Regulations (CFR) title number and the specific 
section number (e.g., APHIS, 9 CFR 1 13.102): None 



Literature Search 
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models of 


Search conducted: 18Feb2006 
Dates covered: Unlimited to 18Feb2006 
Keywords: 


alternative 

Databases evaluated: AGRICOLA, Entrez PubMed 
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Vaccines, Inc. 


Dr. R. Ridenour, VMO 1 6FEB07 

USDA- APHIS 

Animal Care 

Western Region 

2150 Centre Ave. 

Building B, Mail Stop 3W11 
Ft. Collins, CO 80526 

RE: 93-R-0391 Annual Report FY 2006 - Request for Additional Information dated 29JAN07 
Dear Dr. Ridenour, 


Here is our response to your request for more details concerning entries in Column E on our FY 
2006 Annual Report. 

Guinea Pigs (2) 

Piease explain how the use of pain and/or distress relieving drugs would have 
adversely affected the progress, outcome, and/or interpretation of the 
test/study. 


Guinea pigs are specified by two government bodies as the species of choice for reievant safety 
testing. In our annual report, we did not specify these tests as being required by government 
regulations since the tests were performed in-house andnotconductedmder^ri^^ GLP 
regulations. However, the testing was being done study. 

I as they 


It was expected that the test articles to be evaluated would be free Of|| 
would have passed in vitro tests before use in vivo. However, i n the case where! 

|are present, signs reflecting morbidi ty or mortality, such 

use of analgesics may mask these 


effects and thus mask the presence of an| 

used in this test. Likewise, the other reasM 


■ ma^ccuijnTe 
lorno^afet^estirK 


Hence, analgesics could not be 

^tfng of biological materials in vivo is to 


ensL^ethatadrorse events do not occur due to unanticipated biological responses (i.e. 
provoked b)^m|||||||||BH 

tne^tn^auverse event may 


For the same reason, if analgesics are given 
rn'asked and not detected. 


As reported, during the course of this testing, two animals did appear to be experiencing pain or 
distress and were not given analgesics for the reason stated above and as per lACUC approved 
protocol. 

Relevant federal regulations; (1) The Center for Biologies Evaluation and Research 
(CBER), United States Food and Drug Administration, in the 1993 “Points to Consider in the 
Characterization of Cell Lines Used to Produce Biologicals.” (2) General Safety 21CFR610.1 1 


297 North Bernardo Avenue Mountain View, California 94043 650-919-6500 Fax:650-919-6610 





Hamsters (16) 


Please explain why the||^H|||AAas untreatable and how the use of pain and/or 
distress relieving drug^woulcniave adversely affected the progress, outcome, 
and/or interpretation of the test/study. 


The study was performed at the requestoHh^DMo verify 

The 

well in animal models - the rodent (c otton rat) and hamster 
replication. The product bein g teste 
infant p opulation which has 
kinetics 
nfifirlftd tn hfi 

m 




do not grow 

osen lor tni$ study 5npP)ort the best 
is intended to be given to a neonatal 
in order to better understand the tissues and 


by either aQ 


legimen does appear to cause some degree of^^ 
Janimal or one that does not eat or drink as muo 


tself does not cause p^ain or distress to the animals. The 

n some animals as observed 


; kind of 


Is not 


treatable except b y ceasing treatment whic h would then invalid ate the study goal, in ot her words the animal 

rgoing[ 




would no longer b 
well. If they feel 
not feeling pain per se 
the other undesirable outcomes 
treated by antibiotics. In the hamster, me oniy 
were treated by topical antibiotics and resolved. 


^ nnriArgoingi Often do not feel very 

^^Jrherejsnot mucn tney can do either since they are 
nT^dications might be useful. Some of 
of th^^^ or other system which are 
'that has been seen was at the site. These 


If a mouse or rat model would have supportec 
model might have been used such a s theBH 

)Limi 


do not support thil 



However these animals 


so could not be used. 


In fact, the classification of this protocol as category E may be incorrect in the hamster. The protocol was 
approved as a pilot study (using only 16 animals) and was categorized as E due to the fact that people 
(may not feel very well and also from our experience with another chemically 
■ the ferret. T he ferret does a ppear to feel unwe ll when EE^^^^^^^HHwith 
a similar regimen. The ferret will become^^^^^^^Hand noj^^^^^Hnorm^ally for a time. It then will 
appear to recover after a few days. The namste^owever, shows no^9B|l|, maintains its activity, 
grooming and eating/drinking patterns and from our observations duringini^ilor protocol, they do not, in 
fact, appear to be experiencing any pain or distress. 

Our veterinarian has contacted Ms. Linda Kovar by telephone as instructed in the cover letter to request 
guidance on this matter. 


Please contact ourl 
questions. 


lif you have further 
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